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This listing of the claims will replace all prior versions and 
listings of claims in the application: 
LiBtina of the claims ; 

Claim l: (currently amended) A method for predicting t*te 
IcvcLl and di^LxibuLiuii uf CYP3A5 expression Jjgvel in a subject 
comprising determining the nucleotide present in each CYP3A5 
allele of the genomic DNA of said subject at the location (s) 
selected from the group consisting of: 

(a) the position corresponding to nucleotide 22,893 — of- 
Cciihetiik sequence a^csbbiuu nu. AC00502O 23 of SKo in KTO:73 within 
intron 3 of the Cyp3A5 gene: 

(b) the position corresponding to nucleotide 30,597 — of 
Qenbaak s equence at^e&aiuii n u . ACOOD u ^u 29 of srq id nq ; 74 within 
exon 7 of the Cyp3A5 gene; and 

(c) the positions corresponding to both nucleotide 22,093 - 
aiid nu&l euLidi 30,DP7 ul OtuLanfr bequnum anebblou nu ■ ACOOSO^ 
23 Of SEP ID NO.-73 an d nucleotide 39 of SBO ID NO : 74 

wherein the presence of an A at the position corresponding to 
nucleotide 22,093 of C3>i»baiik aa q ucncd a c cession iw. AC00J02Q 23 
of SPQ ID NO: 73 on at least one CYP3A5 allele of said subject 
predicts a relatively high level of expression of CYP3A5 and the 
presence of a G at the position corresponding to nucleotide 
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22,093 ol OdnbanK M _ quuiim aecujJsiuii no. AC005020 23 nf RR n in 
N0-Z2 on each CYP3A5 allele of said subject predicts a relatively 
low level of expression; 

wherein the presence of a G at the position corresponding to 
nucleotide 30,507 ul Qenbanh b W U L. iK.£ a^ ^ i o u u u . AC0Q5020. 29 
of SEp ID NQ;74 on at least one CYP3A5 allele of said subject 
predicts a relatively high level of expression of CYP3A5 and the 
presence of an A at the position corresponding to nucleotide 
30,597 u f QenLauk .sequence emulsion iiu . AC005020 29 of s^n j u 
mxlA on each CYP3A5 allele of said subject predicts a relatively 
low level of expression of CYP3A5; and 

wherein the presence of an A at the position corresponding 
to nucleotide 22, 093 Gmibank au.qm _ aufc acces s ion nu. AC00502 i » 

23 of , SEQ ID NO: 73 and a G at the position corresponding to 
nucleotide 3 0,597 uf Ge.nb.mik sequence an^^iavi uu. AC0 0502 0 29 
of SEQ ID WO: 74 on at least one CYP3A5 allele of said subject 
predicts a relatively high level of expression of CYP3A5 and the 
presence of either a G at the position corresponding to 
nucleotide 2 - 2 - , 003 of Gmibdiik r,ii q ueuufc acca^iuu uu. AGOOD020 22. 
Sif. — SEQ — JD NQ • 73 or an A at the position corresponding to 
nucleotide 3 0,507 af Ciribank miqu i iiie ac c ession i - io. AC005020 29. 
of SEQ XD NO; 74 on each CYP3A5 allele of said subject predicts a 
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relatively low level of expression of CYP3A5. 



Claim 2: (currently amended) The method of claim 1 wherein 
said location is the position corresponding to nucleotide 22,89» 
o f OcabaijE ^Bqueiiufa a^eaaiun uu, ACOOD O ^ u 23 of abo TP 
within intron 3 of the Cyp3A5 gene. 

Claim 3: (currently amended) The method of claim 1 wherein 
said location is the position corresponding to nucleotide 30,5i »? 
of OiLiibau lt beiju&iicc accession uu AC00Ij020 t^ull D 2 9 of SKD td 
NO: 74 within exon 7 ©f the Cyp3A5 gene. 

Claim 4: (currently amended) The method of claim 1 wherein 
said locations are the positions corresponding to both nucleotide 
22,003 and nuil i uLiJc 30S07 u£ CluLaiaK .bu q ucii^ a^u^ui ius t 
AC00;i020 23 Of SEP TD NO, 7^ a r,H n^P.^^ o Q of fiRO T n Mn- 7 ^ 

Claim 5: (currently amended) The method of claims i. 7, , 

3_2r_4 wherein the step of determining the nucleotide present in 
each CYP3A5 allele of said subject at the selected location (s) is 
accomplished by sequencing a region of the genomic DNA of said 
subject which includes said location (a) . 
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Claim 6: (currently amended} The method of claims M i. ? , 
3 - Rr 4 wherein the step of determining the nucleotide present in 
each Cyp3A5 allele of said subject at the selected location (s) is 
accomplished by 

(a) amplifying a region of the genomic DNA of said subject 
which includes said location ( s ) to generate an amplified 
fragment , and 

(b) treating the amplified fragment with a restriction 
enzyme in its corresponding restriction buffer to determine the 
identity of the nucleotide present at the selected location (s) . 

Claim 7: (currently amended) The method of claims 4-* 1, 2. 

° r 1 wherein the step of determining the nucleotide present in 

each Cyp3A5 allele of said subject at the selected location ( e ) is 
accomplished by 

(a) amplifying a region of the genomic DNA of said subject 
which includes said location (s), and 

(b) hybridizing the amplified region with probes specific 
for the selected location (a) wherein hybridization determines the 
identity of the nucleotide present at the selected location (s) . 

Claim 8: (currently amended) A method for determining the 
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cytochrome P450 3A5 (CYP3A5) genotype and phenotype of an 
individual comprising: 

(a) isolating nucleic acid from the individual; 

(b) amplifying a region of the cytochrome P450 3A5 (CYP3A5) 
gene sequence selected from the group of: 

(i) intron 3 comprising the nosition mrr eRnondi ^ + „ 
nucleotide &3 ,0D3 of Qenbank a^^B&invi no. AC000020 23 of sfio m 

NO : 73 : 

(ii) exon 7 comprising the posi tion nnrrsRDondino t-^ 
nucleotide » 0,SD7 o£ Genbank anuuAion na. AC005020 2 9 of SKO Tn 
N0:7_4_; and 

(iii) intron 3 comprising the position corresponriing 1-q 
nucleotide 22,033 uf O i Liibaiik acL.u.bbiuri uu. AC00D02 - 0 23 of RV.n tn 
mill and exon 7 comprising the nn*ii- ion co-rTwsttondin 0 hn 
nucleotide 30, DO 7 ul QdnLanK Aiu e ^uiuii 'no. AGO 0502 Q 29 of SEP. m 
NO: 74 : and 

(c) analy^ii^g — the — e ytochruu t e — w*se — 3*5 — (CYP3A5) — s equen c e 
s equencing the ampljfied region of ( h ) , tharPhy determining 

the cytochrome ?450 3A5 (CYP3AS) ^ohyp. anri nh»™t:vn R of t-h» 
Individual . 

Claim 9: (currently amended) The method of claim 8 wherein 
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the intron 3 region of cytochrome P450 3A5 (CYP3A5) is amplified 
utilizing primers which amplify 5' and 3' of the uuulcuLlde 
22,003 u£ Gei iLauk u^m u n uu. A LU Ub OiU position ^ r ^ r ^^ 
to nucleotide 23 of SEP ID NO; 7^ 

Claim 10: (currently amended) The method of claim's wherein 
the intron 3 region is amplified utilizing prim a x paix* SEQ ID 
NO: 24 and 25 primer^, or pi - iui ^ i pai lb SEQ ID NO: 26 and 27 
primers _ 



Claim 11: (currently amended) The method of claim 9 wherein 
the exon 7 region of cytochrome P450 3A5 (CYP3A5) is amplified 
utilizing primers which amplify 5' and 3 ■ of the nu^luuLid^ 
30,507 puili t mutaLiun of O u ubaiik acc^i u ii uu, AC0 0502 U position 
. corregpondincr to nucleo tide of seo td nq : 74 . 

Claim 12: (currently amended) The method of claim 11 wherein 
the exon 7 region ia amplified utilizing p rime r pai ^ SEQ IE NO: 
30 and 16 primers , or p r imer pai rr s SEQ ID NO : 31 and 32 primers. 

Claim 13: (currently amended) a method for determining 
cytochrome P450 3A5 (CYP3A5) intron 3 genotype of a subject which 
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comprises : 

(a) isolating nucleic acid from said subject ,- 

(b) amplifying a cytochrome P450 3A5 (CYP3AS) PCR fragment 
from said nucleic acid using a set of primers, wherein said set 
of primers contains primer X and primer Y; wherein 

(i) the X primer is complementary to a region 5' to the 
point muLc iLiuii aim at nuul ^ uLlJe, 22,033 ul CuiLcUiK aucc^iuu iiu. 
ACOOI:020 P°g^tion corresponding to m.Hp^ jde 23 of SBn in Mn-7-i . 
and 

-^iiJ- the Y primer is complementary to a region 3 • 
CO the P°infc uiuLaLiuii faiLc al nuiluuliJe 22,003 ul QenLaiA 
acoi^iuii ii u. AC0QS020 position mrresnnrdi^ to m,nl Pn HH P ^ ^ 
SEP ID NO ; 7 ^ - 

(c) ampliJ^iny and the se q uel cytochrome P450 rrvo™*) 
PCR fragment amplifier! i H in between primers X and — thereby 
o btainin g an amplified fragmeaf ; and 

-edr- IcA sequencing the amplified fragment obtained in step 
ibj., thereby determining the cytochrome P450 3A5 (CYP3A5) 
intron 3 genotype of said subject. 

Claim 14: (original) The method of claim 13 wherein primer X 
has the sequence corresponding to SEQ ID NO: 24, or a fragment 
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thereof which is at least ten bases long, and primer Y has the 
sequence corresponding to SEQ ID NO: 25, or a fragment thereof 
which is at least ten bases long. 

Claim 15: (original) The method of claim 13 wherein primer X 
has the sequence corresponding to SEQ ID NO: 26, or a fragment 
thereof which is at least ten bases long, and primer Y has the 
sequence corresponding to SEQ ID NO: 2 7, or a fragment thereof 
which is at least ten bases long. 

Claim 16: (currently amended) A method for determining 
cytochrome P450 3A5 (CYP3A5) genotype of a subject which 
comprises: 

(a) isolating nucleic acid from said subject; 

(b) making a first and a second PCR primer wherein 

(i) the first PCR primer is complementary to intron 3 
and introduces a base change in the PCR product adjacent to or 
near the P°int muLaliun a L na^leuLiJe of Geubank aut LU iiuu 

no. AGO 0 position correspondi ng to nucleotide 23 of rbo rn 
NOiTl, such that a restriction site is generated in the presence 
of a particular nucleotide at the nn,ifi. n ^-r^p -WH^ ^ 
nucleotide 22,033 23 of SEQ TP NO: 7^ ^ the PCR D T-ndnni- ■ and 
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(ii) the second PGR primer is complementary to a region 

J ' C00302 ° P^U,ion corresponding fn tmcleotJri. » - f flBn rn W o.,o 
of int;^ 3. 

(c) amplifying the sequence in between the first and the 
second primers; thereby obtaining an amplified fragment; and 

(d) treating the amplified fragment obtained in step (c) 
with a restriction enzyme in its corresponding restriction buffer 
to detect presence or absence of a point mutation at n^l.uLiJg 

** T " & * 9 @Cttb3ttk a^ ^ iuu n o, ACO0D02Q the no.-ii-^ 

corresppndinq to nnr^ot-jde ^ of S R Q Tn mo.,, thereby 
determining the cytochrome P450 3A5 (CYP3A5) genotype of said 
subject . 

Claim 17: (currently amended) The method of claim 16 wherein 
the first primer introduces a Tru9l/Msel restriction site in the 
presence of an A nucleotide at nu.Wiau 11, the n^iM^ 
. corresponding %Q n „ r1wi ^ of ^ JD ^ ^ 

primer has the sequence selected from SEQ ID NO: 27 and SEQ ID NO: 
25, or a fragment thereof which is at least ten bases long. 

Claim 18: (original) The method of claim 16 wherein the 
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first primer has the sequence corresponding to SEQ ID NO: 33, or 
a fragment thereof which is at least ten bases long, and the 
second primer has the sequence corresponding to SEQ ID NO: 27, or 
a fragment thereof which is at least ten bases long. 

Claim 19: (original) The method of claim 16 wherein the 
first primer has the sequence corresponding to SEQ ID NO: 33 , or 
a fragment thereof which is at least ten bases long, and the 
second primer has the sequence corresponding to SEQ ID NO : 2 5 , or 
a fragment thereof which is at least ten bases long. 

Claim 20: (currently amended) A method for determining 
cytochrome P450 3A5 (CYP3A5) genotype of a subject which 
comprises ; 

(a) isolating nucleic acid from said subject; 

(b) amplifying a cytochrome P450 3A5 (CYP3A5) PCR fragment 
from said nucleic acid using a first set of primers, wherein said 
first set of primers contains primer x and primer Y; wherein 

(i) the X primer is complementary to a region 5' to the 
point mu tatiai - i slLc imuleofcidn 22,033 u£ Oanbank auLCSAiuii nu, 
AC003020 pppition Corresponding fo n .ucJ ent-.-j ri P 23 of RKO T"n wn-7V 
and 
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(ii) the Y primer is complementary to a region 3- to 
th e puiiiL uiuLaLiun ulLc at imuluuLiJu 22,003 uC C i uba.uL amo^uii 
no. :,C0 03020 position corresp onding to mini de 33 .f fiB n m 

fe) amplify liiy and. the s equent cytochrome Pagn -»as rcvp^) 
PCR fragment ampljfiprl j R i n between primers X and Y, thereby 
obtaining an first round amplified fragment ; 

-ftD- lei amplifying the first round amplified fragment of 
gtep (b ± U5in 9 a second set of primers, wherein said second get 
of primers contains primer Z and primer W, wherein 

(i) primer Z is complementary to intron 3 and 
introduces a base change in the PCR product adjacent to or near 
the muLaLiau at im^laoLiJi 22,0 m u C Qmhaii]. au^^iuii uu , 

ACQ 03 020 position correspond no to nnH ^ tid^ of SE Q in wn..7i 
such that a restriction site is generated in the presence of a 

particular mutation at nugl^ u Lide 2*r&& the r,n*H^™ 

corresponding to nucleotide 33 of a^ q, Ir> wn5 7i . an d 

(ii) primer W is complementary to a region 3' to intron 

3; 

to- amplify ing ^ the amplify sequence is in between 
primers Z and w, Lh c mbj, ubLaiuinu an juuplifi u a r^tuen f; and 
-(**- IdJ. treating the amplified fragment obtained in step 
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Id. with a restriction enzyme in its corresponding restriction 
buffer to detect presence or absence of a point mutation at 
nuel u ulidi 22,033 u£ OcubaiiL aiu ib tiuu nu. ACOOl u i U the DOS ih^n 
corresponding to nucleotide ^ of awn m wn.^ thereby 
determining the cytochrome P4 50 3A5 (CYP3A5) genotype of said 
sub j ect . 

Claim 21: (currently amended) The method of claim 20 wherein 
primer X has the sequence corresponding to SEQ ID NO: 24, or a 
fragment thereof which is at least ten bases long; primer Y has 
the sequence selected from the group of SEQ ID NO: 25, or a 
fragment thereof which is at least ten bases long; primer z 
introduces a Tru9I/M 3 eI restriction site in the presence of an A 
nucleotide at nucleotide 22,033 uf Gcnboiik d ^ a.uiuii im, AC UU-jt U U 
fl SE position correspond^ to mirleotidP ^ o f SEQ Tn no. -77 . and 
primer W has the sequence selected from SEQ ID NO: 27 and SEQ ID 
NO: 25, or a fragment thereof which is at least ten bases long. 

Claim 22: (original) The method of claim 21 wherein primer 2 
has the sequence corresponding to SEQ ID NO: 33, or a fragment 
thereof which is at least ten bases long. 
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Claim 23: (currently amended) A method for determining 
cytochrome P450 3A5 (CYP3A5) genotype of a subject which 
comprises 

(a) isolating nucleic acid from said subject; 

(b) amplifying a cytochrome P450 3A5 (CYP3A5) PCR fragment 
from said nucleic acid using a ge t of primers, wherein said set 
of primers contains primer X and primer Y ; wherein 

(i) the X primer is complementary to a region 5' to the 
poinL uiulttfcion aiLe at nu^uLidi 30,537 u f Cteiib.iuiK a^^iuu nu. 
AC005020 position corresponding 1-.0 Rnt ,-j ^ p g of HKO TP NO:74 - 

-tiil the Y primer is complementary to a region 3 ■ 
to the P° lHt ""-nation alu, aL nucleotide 3 0,537 ul aanbtfiik 
ac c c . saiu.ii no. ACQ0S02O posit ion nntre.nonriinr, to nu<Tl H~ ?c „-f 

SEP ID MO : 74 ^ 

(e) amplify ing and the frequence amplified cytochrome; P4^ p 
3A5 (CYP3A5) PCR fragment js in between primers X and Y, thereby 
obtaini n g an amplified f xaiji i LeiiL ; and 

-ft**- IcJ. sequencing the amplified fragment obtained in step 
■fer- ibj., thereby determining the cytochrome P450 3A5 (CYP3A5) 
exon 7 genotype of said subject. 

Claim 24: (original) The method of claim 23 wherein primer X 
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has the sequence corresponding to SEQ ID NO: 30, or a fragment 
thereof which is at least ten bases long, and primer Y 20 has the 
sequence corresponding to SEQ ID NO: 16, or a fragment thereof 
which is a least ten bases long. 

Claim 25: (original) The method of claim 23 wherein primer X 
has the sequence corresponding to SEQ ID NO: 31, or a fragment 
thereof which is at least ten bases long, and primer Y 25 has the 
sequence corresponding to SEQ id NO: 32 or a fragment thereof 
which is at least ten bases long. 

Claim 26: (currently amended) A method for determining 
cytochrome P45Q 3A5 (CYP3A5) genotype of a subject which 
comprises: 

(a) isolating nucleic acid from said subject; 

(b) making a first and a second PCR primer wherein 

(i) the first PCR primer is complementary to exon 7 and 
introduces a base change in the PCR product adjacent to or near 
the PO-k*fc muLaLiim aL nucleulide. 30,S97 of Ocjibaiik acee*>iuii no. 
AC005020 position corresponri-i na fro r ^ nl gr>i-M» 29 of SRO ID WO:7A . 
such that a restriction site is generated in the presence of a 
particular nucleotide at n tr cleoLidtt 30,537 the pot -it-, inn 
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corresponding to nucleotid e 29 of ^ ko id nto,74 . and 

(ii) the second PCR primer is complementary to a region 
3 ' to the intron 3 exon 7 nucleotide 30,597 of Gciibaiik aoi^ -i iuii 
u~. ACQ 0302 0 I n the position corrs R nnnH-; ,nq to - niicleftti H#» ?g 
SEP TP MO, 74 - 

(c) amplifying the sequence in between the first and the 
second primers; thereby obtaining an amplified fragment; and 

(d) treating the amplified fragment obtained in step (c) 
with a restriction enzyme in its corresponding restriction buffer 
to detect presence or absence of a point mutation at nucleuLiJg 

30,597 1 -erf Geilba.uk acc e ssion ncn AGO 0D 02 0 the po.gi t-.i n U 

cor respond -inq fco. nucleotide 2§ of SEP TP NO ; 74 . thereby 

determining the cytochrome P450 3A5 (CYP3A5) genotype of said 
subject . 

Claim 27: (currently amended) The method of claim 26 wherein 
the first primer introduces a Tru9I/Msel restriction site in the 
presence of a- as A nucleotide at n ucleotide. 30,537 of GL . iibmik 
tt&cmbaiun no. AGO 0502 0 £h,e position ro.rp^ondi.a * n ^ lpn r^. 
29 of SRO ID NO: 74 , and the second primer has the sequence 
selected from SEQ ID NO: 32 and SEQ ID NO: 16, or a fragment 
thereof which is at least ten bases long. 
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Claim 28: (original) The method of claim 26 wherein the 
first primer has the sequence corresponding to SEQ ID NO: 34, or 
a fragment thereof which is at least ten bases long, and the 
second primer has the sequence corresponding to SEQ ID NO: 32, or 
a fragment thereof which is at least ten bases long. 

Claim 29 (original) The method of claim 26 wherein the first 
primer has the sequence corresponding to. SEQ ID NO: 34, or a 
fragment thereof which is at least ten bases long, and second 
primer has the sequence corresponding to SEQ ID NO: 16, or a 
fragment thereof which is at least ten bases long. 

Claim 30: (currently amended) A method for determining 
cytochrome P450 3A5 (CYP3A5) exon 7 genotype of a subject which 
comprises : 

(a) isolating nucleic acid from said subject; 

(b) amplifying a cytochrome P450 3A5 (CYP3A5) PCR fragment 
from said nucleic acid using a first set of primers, wherein said 
first set of primers contains primer X and primer Y; wherein 

(i) the X primer is complementary to a region 5' to the 

AC00302 ° P^ition corresponding to m,^^ de ^ nf flRn Tn TOn . 7 ^ , 
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and 

(ii) the Y primer is complementary to a region 3' to 
the P° iAlL »'m*bioii aim at nmluuLlde 30,537 of OenLaul aeaefcbiun 
i'iu. ACOODOfrfr position correspon ding tr> nucleotide 29 of fiRn rn 
NO : 74 • 

amplify iny and the s e quence amplified cytochrome P4^p 
3A5 (CYP3A5) PCR fragment is in between primers X and Y, thereby 
obtaining an a first round amplified fragment ; 

■fd?- icj. amplifying the first round amplified fragment ojl 
ste P ( b ) using a second set of primers, wherein said second set 
of primers contains primer Z and primer W, wherein 

(i) primer Z is complementary to exon 7 and introduces 
a base change in the a PCR product adjacent to or near the point 
mufcaLiuu at nuul L- aLiae 30,537 of Genbank accession iiu. AC00S02O 
position corresponding to mini e o tida 9 . Q of seq In T0O;7^ f such 
that a restriction site is generated in the presence of a 
particular mutation at nudBuUdo 30,537 of Qenbaak am^iuii uu. 
AGO 05 020 the position correanonrii n g to miflfioi-.^p pg Q f rrq Tn 
mo : 74 ? and 

(ii) primer w is complementary to a region 3' to exon 

7; 

amplifying and the amnlif i^rf sequence is in between 
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primers 2 and W, thereby obtaining an amplifi e d £j.a«jmwnL ; and 

Idl treating the amplified fragment obtained in step -fef 
icl with a restriction enzyme in its corresponding restriction 
buffer to detect presence or absence of a point mutation at 
nuclcoLl Jc 30,537 ot Qmibaiik ' m u Lbaimi nu. AC00502O the position 

correspondi rig — to. nucleotide 2 9 o f SEP TP nq ; 74 . thereby 

determining the cytochrome P450 3A5 (CYP3A5) genotype of said 
subject. 



Claim 31: (currently amended) The method of claim 30 wherein 
primer X has the sequence corresponding to SEQ ID NO: 30, or a 
fragment thereof which is at least ten bases long; primer Y has 
the sequence of SEQ ID NO: 16, or a fragment thereof which is at 
least ten bases long,- primer 2 introduces a Tru9I/MseI 
restriction site in the presence of an A nucleotide at nucleo LiJg 
^r^fr the position correspondi ng hn nuclaohi 29 of Tr > 
N0:74 -^ and primer w has the sequence selected from SEQ ID NO: 32 
and SEQ ID NO: 16, or a fragment thereof which is at least ten 
bases long. 

Claim 32: (original) The method of claim 31 wherein primer Z 
has the sequence corresponding to SEQ ID NO: 34, or a fragment 
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thereof which is at least ten bases long. 



Claim 33-38: (canceled) 
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